It has been suggested that various environmental factors play a very important role in the etiology of inflammatory bowel diseases (IBDs) and that they have a significant effect on the course of these diseases. The aim of this study was to investigate the effect of daily physical activity on the activity of IBDs in therapy-free patients. This cross-sectional population based study was conducted in eastern Croatia from January to June 2016. The study included 312 patients, mean age 49.9±15.0 years, 53.2% of males and 46.8% of females; there were 63.4% of ulcerative colitis (UC) and 36.6% of Crohn's disease (CD) patients. Sociodemographic characteristics of patients, data on their daily physical activity and type of therapy taken were collected through a specifically designed and validated questionnaire, while the activity of UC and CD was evaluated using the Mayo index and Harvey-Bradshaw index. The study showed that 24.0% of patients were not taking therapy. Daily physical activity was connected to IBD in study patients when taking both diseases collectively (Fisher exact test; p<0.001), as well as to the inactivity of CD (Fisher exact test; p=0.001) and UC (Fisher exact test; p=0.006), when observing each disease separately. Daily physical activity was connected to the inactivity of IBDs in patients not taking therapy. It is necessary to educate all IBD patients about the importance of physical activity in order to control their disease.
Introduction
Inflammatory bowel diseases (IBDs) are chronic inflammatory diseases of the gastrointestinal tract that include the two most common separate entities, ulcerative colitis (UC) and Crohn's disease (CD). These diseases are characterized by chronic inflammatory destruction of the intestinal wall and the periods of exacerbation and remission of clinical symptoms [1] [2] [3] [4] .
The increase in the incidence and prevalence of IBDs in the last several decades has been recorded in all regions of the world, even though there are variations among countries 5, 6 . The areas with a traditionally high incidence of IBDs are North America and northern and western Europe, and a recent research conducted in eastern Europe and Asian countries showed a constant increase in the number of newly affected patients 5 . The increase in the IBD incidence recorded in those regions of the world can be explained by changes in the environmental factors 7 and lifestyle factors affecting clinical expression of these diseases 8 . Croatia is also a good example of this concept [9] [10] [11] . Experts agree that IBD etiology is multifactorial, while a significant factor in the etiology is complex interaction of genetic susceptibility, immune system, intestinal microbiome 12 , and various environmental factors 13 . It is considered that environmental factors and life habits carry 70% of the risk for the occurrence of IBD, and that they have a significant effect on the course of these diseases 14 , even though data are still limited 8 .The first-line treatment is medication, but when the disease does not respond or when complications arise and there is the need to relieve symptoms, surgery is required 15 . Treating an IBD with conventional medications is often not fully effective, there are numerous unwanted side effects, and it is a significant economic burden. As a consequence of all this, there is the need for new ways and approaches to treatment, where applying physical exercise as a supplemental method for controlling these diseases appears as a highly interesting option 16, 17 . Research has shown that physical activity improves health and quality of life of chronic patients through anti-inflammatory activity. IBD patients can handle low and medium intensity physical exercise, which has a beneficial effect on the course of their disease 17, 18 . Physical exercise is also recommended for IBD patients having developed disease complications because it contributes to improving mineral density of bones, immune response, better stress management, maintaining body mass, and entire body condition 19 . There is not much clinical research in the literature that examined the effect of physical activity on IBD activity 20 . Even though it has been confirmed that exercise is useful and safe for IBD patients, there are still no defined guidelines that could be recommended to patients 17 . It is not known to what extent and intensity regular exercise has a therapeutic effect on IBD activity 20 . It is necessary to continuously evaluate the effect of regular exercise, since it changes the occurrence patterns and IBD activity in the population. The aim of this study was to investigate the effect of daily physical activity on the activity of IBDs in therapyfree patients, collectively for both diseases and separately for CD and UC.
Patients and Methods

Study design
This cross-sectional study was conducted from January to June of 2016 in eastern Croatia in Vukovar-Srijem County, Požega-Slavonia County, and Virovit-ica-Podravina County. All IBD patients from these counties, treated for IBD at Vukovar General County Hospital, Vinkovci General County Hospital, Požega General County Hospital and Virovitica General County Hospital, were asked to participate in the study. The aim and purpose of the study were previously explained to them in detail. The response rate was 93.7% (312/333). The study was approved by the Ethics Committee of the Josip Juraj Strossmayer University of Osijek, Faculty of Medicine in Osijek (approval no. 2158-61-07- [17] [18] [19] .
Study participants
The study included 312 adult patients suffering from IBDs. A written informed consent was obtained from all participants. The mean age of study patients was 49.9±15.0 years. There were 53.2% of male and 46.8% of female patients; 36.6% of CD patients and 63.4% of UC patients.
Methods
A specially designed anonymous questionnaire was used as a research tool in order to determine the type of IBD in study patients, their sociodemographic characteristics (sex, age, county of residence, job status, marital status, level of education, socioeconomic status), and anthropometric characteristics (height, mass, body mass index (BMI)). A special category of questions was related to personal medical history (age when the diagnosis was set, duration of disease), type of therapy and disease activity (Harvey-Bradshaw index for CD activity assessment and Mayo index for UC activity assessment, as well as disease phenotype according to the Montreal classification), and family medical history. The study questionnaire provided information related to life habits of the patients, which included alcohol consumption and smoking, dietary habits, daily physical activity and its intensity, as well as using complementary treatment methods. Regarding dietary habits, the questionnaire determined the number of meals the patients were currently taking daily, and whether the number of meals had changed after IBD diagnosis, the most represented group of groceries in the meals before and after IBD diagnosis, and taking a special diet as supplementary treatment in controlling IBD symptoms. Daily physical activity by the study participants was categorized as low (30-minute walk), moderate (bicycle ride, gardening), and intensive (hard manual work, sports). The final group of questions in the study questionnaire provided data on the environmental risk factors, which included water supply method and quality of drinking water used by the study participants daily, and exposure to wartime events in the past. When implementing the questionnaire, study participants answered questions asked by the researchers, and the entire process of data collection from each patient took 15 minutes on average. The questionnaire used in this study was previously validated in a smaller group of participants in 2015. In the present study, questions about the sociodemographic characteristics of the study participants, questions about the phenotype characteristics and the type of therapy the study participants were currently taking, questions about family medical history, IBD activity and questions about daily physical activity were analyzed.
Statistics
Categorical data were expressed as absolute and relative frequencies. Numerical data were described using arithmetic mean and standard deviation for nor- 
Results
The study included 312 participants, 63.4% with UC and 36.6% with CD. There were 53.2% of male and 46.8% of female patients. The patients with UC were significantly older, median age 54 years (interquartile range: 39-61), age range from 18 to 89 (Mann-Whitney U test, p=0.010). When observing study participants according to the place of residence, 55.4% of IBD patients lived in urban areas and 52.6% of them were of average economic status. According to anthropological data, CD patients were significantly taller (Mann Whitney U test, p=0.004) with a significantly lower BMI (Mann Whitney U test, p=0.020), as compared to UC patients. There was no statistically significant difference in BMI categories according to type of IBD (χ 2 -test, p=0.090).
The patients with UC were significantly older at the time of diagnosis (Mann Whitney U test, p=0.009), when compared to CD patients with similar disease duration. According to the Montreal classification, 59.0% of UC patients had left-sided colitis (E2), in 53.0% of patients CD was localized in the colon (L2), and in 58.0% it was of a non-stricturing (B1) phenotype. The disease was active in 118 (38%) study patients, 39 (34.0%) of them with CD and 79 (40.0%) with UC (Table 1) .
Medication for IBD was currently used by 237 (76.0%) study patients, significantly more among those with CD (Fisher exact test, p=0.030). The most commonly used therapy were agents with aminosalicylates (sulfasalazine, Pentasa, Salofalk, Asacol), taken by 149 (47.8%) patients. There was a significant differ- (Table 3) . Daily physical activity was practiced by 243 (77.9%) study patients, with approximately similar number practicing low (30-minute walk) and moderate (bicycle ride, gardening) activity, and only 23 (9.0%) practiced intensive physical activity (hard manual work, sports). A significant difference in disease activity was found between patients practicing low physical activity and those that did not practice daily physical activity. Inactive disease was present in 164 (84.5%) study par-ticipants engaged in daily physical activity (χ 2 -test, p<0.001) ( Table 4 ).
The intensity of daily physical activity did not affect disease activity (Fisher exact test, p=0.880) ( Table 5 ).
The study showed that 75 (24.0%) study participants did not take therapy and they were included in further statistical analysis in order to determine the effect of daily physical activity on disease activity without the effects of therapy. Daily physical activity was significantly connected to the inactive stage of IBD (Fisher exact test, p<0.001), regardless of the intensity of daily physical activity (Fisher exact test, p=0.157) ( Fig. 1) . 
Fig. 1. Effect of daily physical activity on inflammatory bowel disease (IBD) in therapy-free patients (p<0.001; Fisher exact test).
These data remained significant even after the effect of family medical history for IBD was excluded (Fisher exact test, p<0.001) (Fig. 2) .
A significant connection was also determined between daily physical activity and the inactive stage of the disease for both CD (Fisher exact test, p<0.001) and UC (Fisher exact test, p=0.004) patients when observing each disease separately ( Figs. 3 and 4) .
These data remained significant even after the effect of family medical history for CD (Fisher exact test, p=0.001) and UC (Fisher exact test, p=0.006) was excluded.
Discussion
This study, which included 312 IBD patients, assessed positive effects of physical activity on IBD activity. The study showed that 77.9% of IBD patients were practicing daily physical activity; in 84.5% of these, the disease was inactive regardless of the intensity of daily physical activity. Similar to our study, a recent study conducted in Great Britain on 918 IBD patients showed that 665 of them were currently exercising, 32% of them daily, 57% weekly, and the rest monthly or less. Of those currently exercising, 72% said that they felt better after exercising and that exercise helped them control IBD symptoms, improved their sleep, and helped in managing their weight 22 . A recent study also confirmed that 82% of IBD patients regularly exercised at a varying intensity, while 40% of patients said that the disease limited their exercise, mostly because of fatigue, weakness, abdominal pain, and embarrassment 17 . Opposite to it, a recent study by Tew et al., conducted using an online survey in 859 adult IBD patients found that only 17% of patients belonged to the category of highly physically active individuals, 50% were engaged only in minor physical activity, and 33% were physically inactive. The most common physical activity was walking, while physical activity was limited for many patients due to fatigue, abdominal pain, immediate need to use toilet, and disease relapse 23 . Several studies also confirmed the low percentage of exercise among IBD patients. A study conducted in Italy on 552 IBD patients showed that only 25.6% of patients exercised regularly 24 , while a study conducted in Canada on 474 CD patients and 637 UC patients found that 58% of them were physically inactive, 25% were moderately active, and 18% were practicing intense physical exercise. The most common physical activity was walking, gardening, and exercise at home 25 .
The question of how exercise can be used as supplemental therapy in treating these diseases is still intriguing 17 , and the existing studies on the connection between physical activity and IBDs are still providing conflicting results 26 . Due to the unpredictable course and chronicity of the diseases and the fact that these diseases are diagnosed earlier in life, the need for expensive IBD treatment and hospitalization represents a major public health problem. Any form of preventive
Fig. 2. Effect of daily physical activity on inflammatory bowel disease (IBD) in therapy-free patients and patients without a family history (p<0.001; Fisher exact test).
action could reduce the incidence of these diseases and the occurrence of exacerbation 27, 28 . Even though there is an efficient therapy for these chronic diseases, traditional treatment is not effective in some patients. Patients are often left frustrated because of the incomplete treatment of their symptoms and they often try to find alternative or complementary forms of treatment, which could mitigate the symptoms of the disease and extend the remission period 29 . Previous studies have confirmed that regular exercise has a beneficial effect on health, reduces the risk of cardiovascular dis-eases, endocrine diseases, inflammatory diseases, anxiety, depression, and mortality 22, 29, 30 . Regular exercise improves the immune function by releasing anti-inflammatory cytokines and myokines from skeletal muscles, which inhibit the release of anti-inflammatory mediators from visceral fat tissue. Interleukin-6 released during exercise increases the release of glucagon-like peptides necessary for the repair of damaged intestinal mucosa 29, [31] [32] [33] [34] [35] . Aside from the anti-inflammatory effect, exercise has a positive effect on the conditions that occur as complications of the underlying disease, improves the mood, contributes to the improvement of bone mineral density, improves physical fitness, contributes to the management of body mass, and improves the quality of life 20, 36, 37 . Preliminary studies have revealed that exercise can reduce stress, mitigate the symptoms of IBDs and improve the quality of life without changing the disease activity or the occurrence of disease relapse 38, 39 . The present study indicated a significant connection between daily physical activity and the inactive stage of IBD in study participants that were not taking conventional medication for the treatment of their disease. Study results showed a significant positive effect of daily physical activity on the inactive stage of CD and UC, when observing each disease separately. The positive effect of daily physical activity on the inactivity of IBDs was confirmed in study participants that were not taking conventional therapy and had no adverse influences from their family medical history.
The authors of a prospective study investigating the effect of exercise on IBD activity report that the increase in the level of exercise within 6 months reduced the risk of active disease by 32% for CD and by 24% for UC. The reduced risk remained after the level of exercise had been adjusted for age, education, use of corticosteroids, BMI, smoking, and disease duration 19 . Along with the significant connection of daily physical activity with the inactive stage of IBDs for IBD patients not taking conventional therapy, which was determined, the present study confirmed a significant connection which did not depend on the intensity of physical activity. This independence represents a factor in favor of the claim that physical activity is not too strenuous and that it is safe for patients. Therefore, we could say that physical activity is a special environmental factor with a protective function in the development and course of IBD. This was also confirmed by studies conducted in south-western China and Asia 40, 41 . Recent studies confirmed good tolerability and safety of low and moderate intensity physical activity for IBD patients 18, 34, [35] [36] [37] [38] [39] [40] [41] [42] . Exercise is pleasurable, but it is also a sort of a challenge for CD and UC patients because the symptoms of the disease such as diarrhea, abdominal pain, fatigue, and incontinence may be an obstacle to regular exercise. Once the patients feel well enough, they should be encouraged and included in physical activity corresponding to the disease activity and patient age 1 . The importance of self-heal-ing is often emphasized today; it consists of recognizing the symptoms, managing and planning life habits, and accepting the existing condition. A precondition for self-healing is the decision of the patient to actively participate in the care of their disease. Healthcare workers must consider the patient's potential for self-healing and adjust their advice accordingly. A previous study revealed that physical activity could be useful for mitigating IBD symptoms and that low to medium intensity training had a positive effect on the psychological condition and improved the quality of life. It is necessary to find and evaluate the duration and intensity of physical activity for each individual IBD patient, which will have a positive effect on keeping the disease in remission 43 .There are still no defined guidelines related to physical activity that could be recommended to all IBD patients, even though numerous studies have shown a beneficial and useful effect on the development and course of these diseases. It is difficult to define and implement universal guidelines regarding this matter for every patient, but it is necessary to emphasize the importance of exercise because fatigue and reduced physical fitness are often present in patients, even when the disease is in remission 16, 44 .
Genetic heritage cannot be affected because it cannot be changed, but we can affect the environmental factors and life habits in our lives, and by doing so, reduce the risk of IBD occurrence. The approach to treatment for IBD patients should be holistic and integrative in order to mitigate the symptoms of the disease, extend the remission stage, and improve the quality of life. The exercise program should be adjusted for every patient according to disease severity, the patient's general condition, and their physical fitness. Patients should be encouraged to engage in physical activity because it is useful, safe, and economically justified for the treatment of these chronic diseases.
The limitation of this study was its design, so we were unable to fully follow the effect of daily physical activity on IBD activity over a longer period, and secondly, the possibility of unintentional influence on the answers of the study participants due to the survey being conducted by a person asking questions instead of the participants filling in the questionnaire by themselves. It is difficult to fully compare our study with the studies published so far because there are no studies that investigated the effect of daily physical activity on IBD activity in patients not taking conventional ther-apy for its treatment and those not having a positive family medical history. This study raised several questions: to what extent can daily physical activity, on its own, affect the course and activity of IBD, extend the inactive period of the disease and fully reduce the need for conventional medications? As a consequence, daily physical activity would exceed the level of supplemental therapy in the treatment of these diseases.
Conclusion
Considering that guidelines related to physical activity that could be recommended to patients have not been defined so far, further prospective cohort studies and experimental clinical studies are needed in order to answer these questions. This study conducted in eastern Croatia was carried out to emphasize the effect of environmental factors and life habits on disease activity during the study period. The results indicated a significant connection between daily physical activity and the inactive stage of CD and UC in patients not taking conventional medications. Therefore, we conclude that daily physical activity is an isolated environmental factor with a positive effect on the course of these chronic diseases.
